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New galenic process for omeprazole containing pellets. 

A or i-i, hi- ti .-n mntn-.i-: \> -\ or n.-ts ■; ontairu n> } Or>n_ [ ■: ajc 10 o^o. nr,,,] -,vitn tin .r.,-t oas«.d r • -\v t :r • .-. 

star and u : :-so. sai'.'J -'e re .■ .; vo-oe with the '^k rot'ijod ard sn.-voi activo subs ta M| o: wmcn :s n a t L .f f r r t 
iispe-?ion. long added with an ."in^nic suraco active agent, n • r -io» t-~ firvn ;, t nvoiv'' an ontonc ■ ■■•».•■» n-:; n a 
'U.-duod bod -Mth HPM" iak "lu.-t^- y 1 phylate. acotun a no othoy! a- '-hni pc'in.j afterwards ;:■«;. i t- j--:a-r^ a 
AatO' ■■■■■r-t.T- ■■* \\\-.r 1 : ~ c i( j woigtK'd t jrd Oi os ■ , iaT *- o 
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A now p'OCluctiun rriutheo untune coated pollott ■.ontammg Om<,p; az Oe Ah, b i- ooatod on an inert 
core in thu form o : pM bibfi ■ i d- r j.^.-i n phase 

Field of invention: 

The p" os en; invente r ■ is o;.:at-'Z [>.■ a ^e a- pudii.tiui- nwAt ._d of n sU-i;7; f. = .pur at i on containing 
Omeprazole for oral adrni-MStra'iCo 

Description of invention: 

Omeprazole is a po;o"'t s- - ^ il_*it.-.r .;if gastf <: aoa secretion Omupiae'O is a f:yi:!-ro iienzimidazoi 
cier vativo wi:h the following tota' 'o^ la (• H- N O S and a n jlocula' jm of 354 4 



Structure formula: 




Omeprazole (1) is readily dogradable in acidic environments, oil less toan 7 Stability profile of 1 is 
,'5 almost the same in solid ohasc. arid is also affected oy moisture and organic solver: is The reason why oral 
dosage f 'orms of Omeprazole have tc bo formulated as enteric coated dosage fo»<n 15 to protect t from 
acidic gastric juice (Red US Patent 4 736.505 No, 22. 1988) Entc ic coated p*."- b ...f Or>up'uzui shuuid 
reasonably with sf and the gastuc juice bjt 1: must be dissolvee rapidly m the sma : l intestine to ootain 
arcaconablo bioavailability of course the effect Several eoaarg mct-hods and n atunals ru/o been used to 
•o comply the above mentioned p-erequisi-tos of Omeprazole (UK Patent GB 21 89 698) 

In this patent applicaton a now process for the preparation of aoia'ly us*. d hard gelatin capsule 
containing enteoc coated Omeprazole porlots s described 

This new enteric coated pellet production orocess consists of the fo low ng four steps 
IT 5 ! epat at on ef me t core by conventional pan c oating method 
o II Active coating by using rotary tvpe fk.idized bed 

III Protective coating by using rotary type flaidized boo 

IV Fntenc coating by using rotary typo "'luieized hod 

I. The oontents o : nort core are as fo lowing 

Saccorose 65-85% 
Com S;ao:n 15-25% 
Glucose 2-6% 

Particle sue clistr jnution range is arranged tc be 90% within 07' 1 mm te .0 85 mm. in c; am etc > by 
suitable sieving. Toe so met; pellets can also be obtained commercially. 

II To obtain a rapid dspLtsion active ;Orrept azoe) substance is micronued and sieved through 150 mesn 
sieves 

The act've substance sieves 'S iisrcsec m a puffer ed ague js dispersion, at pH 7.1 r 0.1. of a 
rracromolccular binding acent A anionic surface active agent iScdium Lauryl Sulphate* s added :o the 
aqueus chase to increase the wettab lity and smooth lisiension of Omeprazole. 

The aqueus aspersion is sprayed on to the inert pellets in the cabin of a rotary type fluidtzed bed 
rrpiTine under ap'pr op r i ate process oar amc • c< c 

The content of active 'dispersion phase f or one ocse «onc capsule) is as f 01 lowing. 

Omeprazole 20 mg. 

Hydi >ypropil methyl coiiu'cse 5.3 mg. 

Lactose anhvereus 8 mg. 



BNSDOC-D « EP . 05 1 91 44 A i 




EP 0 519 144 A1 



L-H, ■!• ■ ■ , \: •■:;:!, -:c!lu':sf 6 mg. 

So*. , : sulphate 0.5mg. 

Di- J ^ • , . j- • phospnati.- tfihy :ir:it 0.8 mg. 

Wei:- - 0.21 ml. 

III A t,.< ■.-.«.:'.= pt: lots have to bo pf ■_■ tt O U •■' ! fr-.iffi 1 1 * * . .r ij -ir n. -Oivont wfuC h is Cum a ly im ! ', 0' . < ; s. >.-\ 

diss- ''.<-■ t 1 •• • ' •• ? coating matunal 

7 flu thekiuss of this layer is expur inn nially detur mined te obtain an optima! pu >tut !>■ r ■ i ,f i r i>j ttn 
ent-oe ,..»at'-j proo.'Sses anc tin.; noo.^sar / anv urt of ."cting material \:a capsu o i.oru d ^l-> \<,\ 
ni'ii'io'!!,'!: a- live coatu-d pel lots (°- 100 pa?*.^ th» -ug^ 15 moso sieves) has Loon ce:er mined li: P»i • -a;- j 

HPMC 3.4 mg. 

Watut 0.06 ml. 

Aquoi s mclcculat dispersion of HPMC is sprayed under appropriate p-ocess parameter :: ,_-.r. t.j thu 
active coated pellets m the cabmo of a -ota-y type fludiood bed rrachine and cued until the watt :r ojnt.^rt of 
tne peiK o ^ less than 1% when cetenrmed uy tin.; t'-luon distHaticn methed described in US- J XXII 

IV E ntt.'n. •. eating is perfcrmed in the sarin: machine using app iato process parameters bv ;C.i.:,in.i 
f jllowmg ■ t no rnj s> -lution. 

HPMC phyta'dl'! 24 mg. 
Diethyl pf-ytalate 0.13 mg. 
Acc-ton 225 mg.(... ml) 
Ethyl ak ohol 96 mg.(... ml) 

F inishud product is sieve :i through 15 rnesn and ?0 mesh sieves. Pellets /vhich pass through 15 riu-S- m-i 
are retained < <n 20 mesh sieves. a<e filled to gela:m capsules. Capsule contents are 233 rrg ♦ 10°o 

ll.Pi'otec tuo ■: >atmg phase 

Machine G att GPCG 60 with GRG 30 
Active cuatod po'lets: 25 kg ± 0.4 
Spray nojjlc: 2 x 1.8 mn 
Nozjle position: Tangential 
Filter typo PB (2% of cotton wod) 
Sieve tyoc Rotor Disc. 
Inlet air Temperature 50-60 w C 
Inlot Air R ite 700-800 m 3 /h 
Pumping rate 20 rpm 
Si-' wnlth 2 mm 
R ?■ i S f • o 300 rpm 



I I i riten :a-n ; Ph^s 

Machine G att 3 PC G 60 with GRG 30 
Si i ay nojjio 2 x 1 .8 mm 
Nejjie positicrr Tangential 
F= ;.■< tvpt PB2 
Si . tv < Rotor Disc 
A ■ • v ■ c ■ 40-50 - 
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) 2. 



' '.) 3. 



4. 



5. 



capsule, chcirac izo .1 m that li .... [_r.....ess is performed to obtain ;u hko; '.ere covered w tf" the 



bong n th i - /.ay road/ :«»■ ;: • ! as cap c >nes. 

A proc notion mot nod of pellets o ite'mng Omeprazole according to the prev-ous claim, cha* actor ized in 
that the inert nucleoid inUu.lco. a 65-85 c o of sacarosn. 15-?5°o of star* b and ?-36°o of glucose, said 
nucleous bomg obtained I ;er i t na! means, and being sieved thuj.jgb a m, ?h with-n 0 71 and 0 85 
mm. 

A pr Odin: tic n methci ao' ■ -rding t-. the first ciaim. i.harai tenzed m tluo the active substance is 
microrized and sieved thn ugh c. 150 mesh tu be dispersed in a birferod acjuees dispersion at pH 7 1 t 
1°o wi;h the adition of a' aner ferO.co active agent, as tor example sodium iaani sulpnate 

A production met nod aiCedmg t. _ the first cam. characterized in that th. actp.e substance comousmg 
Omeprazole, hydroxil methyl oelulose. lactose annydrojs. L-hydroxy \ ■•■ : yi • del- >se. sodium launl 
sulphate, discdium hydrogen phr-s :\ ^ab .■ d hy.oato and water s sorayel on to the nort pellets m the 
cabin of a rotary type fuidiznd bed machine. 

A production metood aeeo'dmj L the first claim, characterized in that V e e it..ui. cove- in produced m 
a fluid zed beet w th HPMC phyLwi'. • diethy 1 phytalate ace ten and ethyl alcob •' t.eir-g afterwards dr<,d 
le Jbtair a Wdtei cement <y V d' 1 °c 



rnicror ized ac t'vo sut sfa- 



t: b. a 5> e-nic'i-. :oated and cine H aft- r -h, 
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